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<= BACKGROUND

* Innate and adaptive resistance to VEGFR-targeted therapies in
RCC, often mediated through activation of the mTOR pathway,
highlights the need for alternative therapeutic options to improve
patient outcomes

» Cabozantinib (cabo) is a standard RCC treatment that has
demonstrated consistent clinical activity; however, adaptive
resistance often leads to disease progression’

— ORR with subsequent treatment after prior cabo or other TKI
exposure ranges from ~17%—22%3-°

 Darlifarnib (KO-2806) — a potent, next-generation farnesy!
transferase inhibitor — has been shown to enhance the
therapeutic potential of cabo in preclinical models®, and may
address resistance mechanisms

— Darlifarnib blocks farnesylation of RHEB, suppressing
RHEB-mediated compensatory mTORC1 pathway activation

* In preclinical studies, darlifarnib in combination with cabo
provides deep and durable responses in RCC xenograft models,
and resensitizes tumors that have previously progressed on
cabo and other TKIs by enhancing antiangiogenic activity®’

 Preliminary clinical data in ccRCC demonstrate the potential of
the darlifarnib + cabo combination?

* Here we report safety in RCC patients, and preliminary antitumor
activity of the combination in prior cabo-exposed ccRCC patients,
from the phase 1a portion of the FIT-001 study

@ METHODS

» FIT-001 (NCT06026410) is an ongoing first-in-human,
multicenter, open-label, phase 1a/b dose-escalation/-expansion
study of darlifarnib alone and in combination in patients with
advanced solid tumors (Figure 1), including:

— Darlifarnib + cabo combination in patients with locally
advanced or metastatic ccRCC

» Darlifarnib 3, 5, or 8 mg was administered orally QD on Days
1-7 and 15-21 plus continuous cabo 40 mg or 60 mg orally QD
in 28-day cycles

 Patients must have received =1 prior |O-based treatment

* Primary objective: safety

« Secondary objectives: antitumor activity, pharmacokinetics
Figure 1. FIT-001 study design

Key Eligibility
Criteria

Darlifarnib QD
Monotherapy
(Phase 1a:
Dose Escalation)?

Darlifarnib 15 mg®
Darlifarnib 10 mg

Darlifarnib QD +
Cabozantinib

(Phase 1a:
Dose Escalation)©

Darlifarnib 8 mg +
Cabozantinib 60 mg
Darlifarnib 5 mg +
Cabozantinib 60 mg
Darlifarnib 3 mg + -
Cabozantinib 60 mg
Darlifarnib 8 mg +
Cabozantinib 40 mg
Darlifarnib 5 mg +
Cabozantinib 40 mg
Darlifarnib 3 mg +
Cabozantinib 40 mg

2Each individual patient will receive one of the planned DLs of darlifarnib. °Non-tolerated DL. °n=12 patients per dose level. “Up to 2
potential darlifarnib RP2Ds may be further evaluated in phase 1b dose expansion in combination with cabo.

*Age = 18 years
* Karnofsky PS = 70

*ccRCC: = 1 prior
systemic |0-based
treatment

*Non-ccRCC:
treatment naive or
received any prior
systemic treatment

Darlifarnib 8 mg
Darlifarnib 5 mg
Darlifarnib 3 mg

Key Endpoints

« Safety and tolerability
 Antitumor activity

* Pharmacokinetics

cc, clear cell; DL, dose level; 10, immune checkpoint inhibition; PS, performance status; QD, once daily; RCC, renal cell carcinoma.

s RESULTS

» As of Dec 8, 2025, 18 patients with cabo-exposed ccRCC were enrolled
and treated with darlifarnib + cabo

* More than half of patients (56%; 10/18) received cabo as the immediate
prior line (Table 1)

* Most patients (67%; 12/18) also had prior exposure to other TKls

* More than half of patients (56%; 10/18) stopped prior cabo due to
disease progression

Table 1. Baseline characteristics in cabo-exposed
ccRCC patients

Cabozantinib Cabozantinib
40 mg 60 mg°®

Darlifarnib | Darlifarnib | Darlifarnib Darlifarnib
3 mg 5 mg 8 mg 3 mg
n=6 n=6 n=3 n=3
)

Median age, years (range) 63 (54-82) 66 (54-79 56 (48-80) 70 (66—-79) 67 (48-82)
Male 3 (50) 4 (67) 3 (100) 2 (67) 12 (67)
Race

White 4 (67) 3 (50) 2 (67) 3 (100) 12 (67)

Non-White? 2 (33) 3 (50) 1(33) 0 6 (33)
Karnofsky PS

50-70 0 0 0 0 0

80-100 6 (100) 6 (100) 3 (100) 3 (100) 18 (100)
Distant metastasis® 6 (100) 6 (100) 3 (100) 2 (67) 17 (94)
Prior lines

1 1(17) 1(17) 1(33) 0 3(17)

2 2 (33) 2 (33) 0 2 (67) 6 (33)

>3 3 (50) 3 (50) 2 (67) 1(33) 9 (50)
Prior therapy type(s)

Cabo (immediate prior line) 3 (50) 3 (50) 2 (67) 2 (67) 10 (56)

Other TKI (any prior line) 3 (50) 4 (67) 2 (67) 3 (100) 12 (67)

alncludes Black or African American, Asian, American Indian or Alaska Native, Other, and Multiple. ®"Most common sites of metastases
were lung, bone, liver, and lymph nodes. °Darlifarnib 5 and 8 mg + cabo 60 mg cohorts enrolled cabo-naive patients only.

Cabo, cabozantinib; ccRCC, clear cell renal cell carcinoma; PS, performance status; TKI, tyrosine kinase inhibitor.

Data cutoff: Dec 8, 2025.

Safety and tolerability in all RCC patients (N=70)

» Darlifarnib + cabo combination has exhibited a manageable safety
profile across all dose levels in RCC patients (Table 2), including in
cabo-exposed ccRCC patients

 An overall DLT rate of 6% was observed

* Neutropenia was the most commonly-reported darlifarnib-related
grade =23 AE (n=21, 30%)

* While darlifarnib dose interruptions were more frequent with darlifarnib
+ cabo 60 mg versus 40 mg, very few patients required treatment
discontinuation (6%; 4/70) or dose reduction (13%; 9/70), allowing
patients to remain on therapy (Table 3)

— Safety profile, including dose maodifications, of cabo in this
combination was generally consistent with that observed with
cabo monotherapy*®

Table 2. Treatment-related adverse events in all
RCC patients® (N=70)

| Cabozantinib 40 mg | Cabozantinib 60 mg |

Darlifarnib | Darlifarnib | Darlifarnib | Darlifarnib | Darlifarnib | Darlifarnib

Any-grade darlifarnib-

relgtgd TEAES 9 (82) 11 (92) 10 (83) 7 (64) 10 (83) 11 (92) 58 (83)
Neutropenia 1(9) 5(42) 8 (67) 2 (18) 6 (50) 7 (58) 29 (41)
Fatigue 4 (36) 2(17) 6 (50) 3 (27) 2(17) 4 (33) 21 (30)
Diarrhea 4 (36) 3 (25) 2(17) 3 (27) 4 (33) 2(17) 18 (26)
Nausea 4 (36) 4 (33) 1(8) 1(9) 4 (33) 4 (33) 18 (26)
Thrombocytopenia 1(9) 3 (25) 3 (25) 2 (18) 3 (25) 3 (25) 15 (21)

Grade 23 darlifarnib-

related TEAEs 4 (36) 7 (58) 8 (67) 2 (18) 7 (58) 7 (58) 35 (50)
Neutropenia 1(9) 5 (42) 7 (58) 1(9) 4 (33) 3 (25) 21 (30)
Anemia 1(9) 1(8) 2(17) 0 0 1(8) 5(7)
Fatigue 0 1(8) 1(8) 0 0 2(17) 4 (6)
Thrombocytopenia 1(9) 1(8) 1(8) 0 0 0 3(4)
Leukopenia 0 1(8) 1(8) 0 0 0 2 (3)
Diarrhea 0 0 0 0 2(17) 0 2 (3)

alncludes all safety-evaluable RCC patients (cabo-exposed and cabo-naive patients).
RCC, renal cell carcinoma; TEAE, treatment-emergent adverse event.
Data cutoff: Dec 8, 2025.

Table 3. Overall safety summary in all RCC patients? (N=70)

Cabozantinib 40 mg Cabozantinib 60 mg

Darlifarnib | Darlifarnib | Darlifarnib | Darlifarnib | Darlifarnib | Darlifarnib
3 mg 5 mg 8 mg 3 mg 5 mg 8 mg
n=11 n=12 n=12 n=11 n=12 n=12

0 ) 1(8) 0 1(8) 1(8)

DLTs 1(8 4 (6)
SAEs related to

darlifarnib 0 1(8) 2(17) 1(9) 0 2(17) 6 (9)
Anv- -

£rly grace Gaoo 11(100)  11(92)  11(92)  8(73)  12(100) 12(100) 65 (93)
Grade=3cabo-related  3(57)  g(67)  6(50)  2(18)  7(58)  6(50) 32 (46)
SAEs related to cabo 0 3 (25) 1(8) 1(9) 2(17) 2(17) 9 (13)
Darlifarnib d

roduction ooe 0 2 (17) 2 (17) 0 2 (17) 3(25)  9(13)
Darlifarnib

in":;;rﬁg‘t;on 5 (46) 7 (58) 7 (58) 3 (27) 9 (75) 11(92) 42 (60)
Darlifarnib

discontinuation 10) 1(8) 2(17) 0 0 0 4 (6)
Cabo dose reduction 2 (18) 1(8) 2(17) 2 (18) 6 (50) 5(42) 18 (26)
Cabo interruption 5 (46) 9 (75) 8 (67) 4 (36) 12 (100) 12 (100) 50 (71)

alncludes all safety-evaluable RCC patients (cabo-exposed and cabo-naive patients).

Cabo, cabozantinib; DLT, dose-limiting toxicity; RCC, renal cell carcinoma; TEAE, treatment-emergent adverse event; SAE, serious
adverse event.

Data cutoff: Dec 8, 2025.

Antitumor activity

 Antitumor activity was observed across all dose levels (Table 4)
— 44% (7/16) cabo-exposed patients had a response
— DCR was 94%; 15/16 patients had a response of PR or SD

Table 4. Antitumor activity in response-evaluable?
cabo-exposed ccRCC patients

Cabozantinib

Cabozantinib

40 mg 60 mg
Darlifarnib Darlifarnib Darlifarnib Darlifarnib
3 mg 5 mg 3 mg
n=5 n=
ORR (uPR + PR), n (%) 2 (40) 2 (33)° 1 (50) 2 (67) 7 (44)
95% ClI 5.3-85.3 4.3-77.7 1.3-98.7 9.4-99.2 19.8-70.1
DCRY, n (%) 5 (100) 6 (100) 1 (50) 3 (100) 15 (94)
95% CI 47.8-100 54.1-100 1.3-98.7 29.2-100 69.8-99.8

aResponse-evaluable patients had =1 post-baseline scan. ®One patient had only one disease assessment (PD as best response).
°One patient had uPR. ‘DCR includes patients with SD and PR of any duration.

Cabo, cabozantinib; ccRCC, clear cell renal cell carcinoma; Cl, confidence interval; DCR, disease control rate; ORR, objective
response rate; PD, progressive disease; PR, partial response; SD, stable disease; uPR, unconfirmed partial response.

Data cutoff: Dec 8, 2025

« Tumor shrinkage was observed in 12/16 (75%) patients (Figure 2)

* Tumor reduction ranged from 32% to 47% for patients who
responded to treatment

Figure 2. Best overall response in response-evaluable?
cabo-exposed ccRCC patients
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*Received darlifarnib 3 mg + cabo 60 mg; the remaining patients received cabo 40 mg in combination with darlifarnib 3, 5, or 8 mg.
*Immediate prior cabo exposure.

¢BOR of SD on prior cabo.

*uPR.

aResponse-evaluable patients had =21 post-baseline scan.

Cabo, cabozantinib; ccRCC, clear cell renal cell carcinoma; PD, progressive disease; PR, partial response; SOD, sum of diameters.
Data cutoff: Dec 8, 2025.

Darlifarnib
M 3mg 5mg 8 mg

* Treatment duration ranged from 8-56 weeks and duration of
response ranged from 8—-32 weeks (Figure 3)

— 0 patients remained on treatment at the time of data cutoff

» Darlifarnib + cabo provided clinical benefit for patients with prior cabo
exposure, including in those with SD as best response to prior cabo
and other TKils (axitinib, lenvatinib, or sunitinib)

— 57% (4/7) responders received cabo as immediate prior line
— 71% (5/7) responders received other TKIs in addition to cabo
— 71% (5/7) responders had BOR of SD on prior cabo

Figure 3. Duration of treatment and clinical outcomes in
cabo-exposed ccRCC patients
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“Patient was on treatment post-PD due to clinical benefit. 2Adverse event.
Cabo, cabozantinib; ccRCC, clear cell renal cell carcinoma; PR, partial response; SD, stable disease; PD, progressive disease.
Data cutoff: Dec 8, 2025.

Figure 4. Scans® from a patient treated with darlifarnib
3 mg + cabo 40 mg with prior cabo exposure

« 59-year-old female with ccRCC diagnosed in May 2022 (Figure 4)

Screening

aliver lesion.
Cabo, cabozantinib.
Dec 8, 2025.

Prior therapy:

— 1L: Pembrolizumab + axitinib (BOR: PR)

— 2L: Cabo (BOR: SD)
— 3L: Belzutifan (BOR: PD)

Patient progressed previously on pembrolizumab + axitinib, and belzutifan
Initiated study treatment Sep 2025
Patient continues on darlifarnib + cabo treatment with best response of

SD since treatment initiation (6 months)

Key consideration:

 Patient had SD with darlifarnib + cabo, demonstrating encouraging
responses in liver and peritoneal lesions, including extensive necrotic

changes within these lesions

¥ CONCLUSIONS

o After progression on VEGFR-targeted therapies, subsequent treatment
with single-agent therapies is associated with limited clinical benefit,
possibly due to emergence of resistance mechanisms

 In the ongoing FIT-001 study, darlifarnib + cabo combination therapy
demonstrated a manageable safety profile across all RCC patients,
and encouraging antitumor activity in ccRCC patients with prior

cabo exposure

— Activity of the combination in a post-cabo setting is suggestive of
darlifarnib’s contribution to antitumor activity in this patient population

— This antitumor activity is notable given best responses were SD in
patients on prior cabo or who had been treated with cabo and

another TKI

— These results suggest the potential impact of darlifarnib combination
therapy as an option for patients who have progressed on prior cabo

with or without other TKls

 These data support further investigation of combinations of darlifarnib
and cabo in ccRCC patients, including in earlier lines of therapy

 The phase 1b portion of the FIT-001 study is currently enrolling
cabo-naive patients (NCT06026410)
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